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(57) Abstract: The present invention relates to a sustained release tablet containing indapamide and the process of manufacturing 
^ sustained release tablet containing indapamide. The tablet contains indapamide in the amount of 1.5 to ZS% of the total mass of 
O the tablet, lactose monohydrate in the amount of 30 to 80% of the total mass of the tablet, copovidone in the amount of 2 to 10% of 
^ the total mass of die tablet, hypromellose in the amount of 20 to 65% of the total mass of the tablet and lubricants in the amount of 

0.1 to 5% of the total mass of the tablet. The process of manufacturing the sustained release tablet consists in mixing of indapamide 
^ with lactose monohydrate and copovidone and then, the mixture is moistened by purified water and the granulation process of it is 
^ performed. Next the granulate is dried, cooled, mixed with hypromellose and lubricants and compressed in tableting machine. (4 
^ claims) 
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Sustained release tablet containiiig indapamide 

The present invention relates to a sustained release tablet containing 
indapamide and the process of manufacturing sustained release tablet 
containing ind^amide, known medicinal product of diuretic activity 
administered in the therapy of primary hypertension. 

From a specification of the patent No: EP 519820 it is known a 
sustained release matrix tablet of indapamide and a process of its 
manufacturing. Sustained release is controlled by the use of 
methylhydroxypropylcellulose and polyvidone, Ihe percentages of which 
are fix)m 30 to 50% and firom 2 to 10%, respectively, of the total mass of 
the tablet. The porcentages of the cellulose and polyvidone compounds 
permit the sustained release of indapamide in a manner that is linear for a 
period of at least eight hours and the release of 50% of the total quantity of 
indapamide within a period of from 5 to 14 hours. Additionally, the 
percentages of cellulose and polyvidone compounds permit the sustained 
release of ind^amide to give blood levels in humans of from 20 to 80 
ng/ml at most after administration of the tablet by the oral route. A process 
for the preparation of an indapamide matrix tablet known from the patent 
No. EP 519820 is based on that there are used both a moist granulation 
technique and a direct compression technique, comprising the steps as 
follows. First, indapamide, polyvidone and lactose are mixed, then 
moistened with an aqueous-alcoholic solution to yield a moist mass which 
is then granulated, dried and then graded so as to obtain a granulate whose 
physical characteristics allow good filling of the moulds of a rapid 
compression machine. The obtained granulate is mixed with 
methylhydoxypropylcellulose and lubricated with magnesium stearate and 
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colloidal silica. The final step is compression of the lubricated mixture in a 
rotary compression machine, so as to obtain tablets having a hardness of 
approximately from 60 do 75 N. 

According to the invention, the tablet for the sustained release 
containing indapamide contains iadapamide in the amount 1.5 to 2.5% of 
the total mass of the tablet, lactose monohydrate in the amount of 30 to 80% 
of the total mass of the tablet, copovidone in tiie amount of 2 to 1 0% of the 
total mass of the tablet, hypromellose in the amount of 20 to 65% of the 
total mass of the tablet and lubricants in Hie amount of 0.1 to 5% of the 
total mass of the tablet. The aim of the use of copovidone is to bind all 
tablet components. Hypromellose modifies tiie release of the active 
ingredient, which is indapamide. 

Magnesium stearate or/and anhydrous colloidal silica are used as the 
lubricants. 

Hypromellose viscosity is between 1.000 to 20.000 cP. 

According to the invention the process of manufacturing the sustained 
release tablet containing indapamide consists in mixing indapamide with 
lactose monohydrate and copovidone. Then, the mixture is moistened by 
purified water and granulated. The obtained granulate is then dried, cooled, 
mixed with hypromellose and lubricants and compressed in tableting 
machine. 

The aim of tiie invention was to simplify the process of manu&cturing 
the sustamed release tablet containing indapamide. Additionally, it allowed 
replacing alcohol with water what improved safety of the manufacturing 
process and reduced its inqjact on the environment 

Examples of the invention are presented below: 



2 



wo 2004/002475 ^^/PL20O2/000OS6 

Example I. 

25 g of indapamide and 225 g of lactose monohydrate is mixed 
manually, the mixture is poured into a granulate-mixer together with 487 g 
of lactose monohydrate and is mixed within 1 minute with the main agitator 
speed 200 ipm. 

Then 487 g of lactose monohydrate and 60 g of copovidone is added 
and all components are mixed for 1 minute with the main agitator speed 200 
rpm and then with the main agitator speed 200 rpm and the side agitator 
speed 400 rpm 

To the prepared mixture 100 g of purified water is added within 1 
minute with the main agitator speed 200 rpm and the side agitator speed 400 
rpm. Hien, the granulation process is performed within 4 minutes with the 
main agitator speed 400 ipm and side agitator speed 800 rpm. 

Wet granulate is rubbed through the screen of 2.5 mm mesh and dried 
in the fluidal drier in the temperature 40°C to humidity content below 1 %. 
The dried granulate is sieved through the screen 1 .2 mm mesh. 

In the following step mixing of the granulate with the rest of 
con^onents is performed in the rotary mixer with speed 20 rpm. 

Into rotary mixer 642 g of granulate with 350 g of hypromellose is 
poured and mixed within 10 minutes, after which 642 g of granulate is 
added and is mixed within 10 minutes. Then, 350 g of hypromellose is 
added with 6 g of colloidal silica and is mixed within 15 minutes, after 
which 10 g of magnesiima stearate is added and mixed wiHiin 5 minutes. 

Finally tableting process of the prepared mixture is performed. 

Example n. 

25 g of indapamadie and 225 g of lactose monohydrate is mixed 
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manually and next the nnxture is poured into granulate-mixer together with 
507 g of lactose monohydrate and is mixed within 1 minute with the main 
agitator speed 200 ipm. 

Then 507 g of lactose monohydrate and 60.g of copovidone is added 
and all components are mixed within 1 minute with the main agitator speed 
200 rpm and 1 minute with the main agitator speed 200 rpm and the side 
agitator speed 400 rpm. 

To the mixture obtained in such way 100 g of purified water is dosed 
within 1 minute with the main agitator speed 200 rpm and the side agitator 
speed 400 rpnou 

Next the granulation process is performed wilidn 4 minutes with the 
main agitator speed 400 rpm and the side agitator speed 800 rpm. 

Wet granulate is rubbed through a screen 2.5 mm mesh and is dried in 
the fluidal drier in the temperature 40^C to humidity content below 1 %. The 
dried granulate is sieved through the screen 1.2 mm mesh. 

In the following step the mixing granulate with the rest of components 
is performed in the rotary mixer with the speed 20 rpm. Into rotary mixer 
662 g of granulate with 330 g of hypromellose is poured and mixed within 
10 minutes. Then, 662 g of the granulate is added and mixed within 10 
minutes, after which 330 g of hypromellose together with 6 g of colloidal 
silica is added and mixed within 15 minutes, and next 10 g of magnesium 
stearate is added and mixed within 5 nunutes. 

Finally tableting process of flie prepared mixture is performed. 

The invention may be used in the industrial process of manufecturing 
sustained release tablets containing hidapamide. 
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Qaims 

1. Sustained release tablet containing indapamide, characterized in that 
tihie tablet contains indapamide in the amount 1.5 to 2.5 % of the total 
mass of the tablet, lactose monohydrate in the amount 30 to 80 % of 
the total mass of the tablet, copovidon in the amount of 2 to 10 % of 
the total mass of the tablet, hypromellose in the amount of 20 to 65 % 
of the total mass of the tablet and lubricants in the amount of 0.1 to 5 
% of the total mass of the tablet 

2. Tablet according to claim 1, characterized in that as the lubricants it 
contains magnesium stearate or/and anhydrous colloidal silica. 

3. Tablet according to claim 1, characterized in that hypromellose 
viscosity is from LOOO to 20,000 eP. 

4. Process of manufacturing sustained release tablet containing 
indapamide, characterized in that indapamide is mixed with lactose 
monohydrate and copovidone and then the mixture is moisturised by 
purified water and its granulation is performed after which the 
granulate is dried, cooled, mixed with hypromellose and lubricants 
and compressed in tableting machine. 
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